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chain nodes : 

7 8 9 17 18 19 
ring nodes : 

1 2 3 4 5 6 10 11 12 13 14 15 
chain bonds : 

2-18 4-7 7-8 8-9 8-11 14-17 18-19 
ring bonds : 

1- 2 1-6 2-3 3-4 4-5 5-6 10-11 10-15 11-12 12-13 13-14 14-15 
exact/norm bonds : 

2- 18 4-7 8-9 18-19 
exact bonds : 

7-8 8-11 14-17 
normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 10-11 10-15 11-12 12-13 13-14 14-15 
isolated ring systems : 

containing 1 : 10 : 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: CLASS 8: CLASS 9: CLASS 10: Atom 
11: Atom 12: Atom 13: Atom 14: Atom 15: Atom 17: CLASS 18: CLASS 19: CLASS 
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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 
LOGINID : sssptal611hxl 
PASSWORD : 

TERMINAL (ENTER 1, 2, 3, OR ?) :2 
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* Welcome to STN International ********** 

Web Page URLs for STN Seminar Schedule - N. America 

"Ask CAS" for self-help around the clock 

New e-mail delivery for search results now available 

PHARMAMarket Letter (PHARMAML) - new on STN 

Aquatic Toxicity Information Retrieval (AQUIRE) 

now available on STN 

Sequence searching in REGISTRY enhanced 
JAPIO has been reloaded and enhanced 
Experimental properties added to the REGISTRY file 
CA Section Thesaurus available in CAPLUS and CA 
CASREACT Enriched with Reactions from 1907 to 1985 
BEILSTEIN adds new search fields 

Nutraceuticals International (NUTRACEUT) now available on STN 

DKILIT has been renamed APOLLIT 

More calculated properties added to REGISTRY 

CSA files on STN 

PCTFULL now covers WP/PCT Applications from 1978 to date 
TOXCENTER enhanced with additional content 
Adis Clinical Trials Insight now available on STN 
Simultaneous left and right truncation added to COMPENDEX, 
ENERGY, INSPEC 

CANCERLIT is no longer being updated 
METADEX enhancements 
PCTGEN now available on STN 
TEMA now available on STN 

NTIS now allows simultaneous left and right truncation 
PCTFULL now contains images 

SDI PACKAGE for monthly delivery of multifile SDI results 
APOLLIT offering free connect time in April 2003 
EVENTLINE will be removed from STN 
PATDPAFULL now available on STN 

Additional information for trade -named substances without 
structures available in REGISTRY 

Indexing from 1957 to 1966 added to records in CA/CAPLUS 
Display formats in DGENE enhanced 
MEDLINE Reload 

Polymer searching in REGISTRY enhanced 



.1 4 CURRENT WINDOWS VERSION IS V6.01a, CURRENT 
MACINTOSH VERSION IS V6.0b(ENG) AND V6 . OJb ( JP) , 
AND CURRENT DISCOVER FILE IS DATED 01 APRIL 2003 
STN Operating Hours Plus Help Desk Availability 
General Internet Information 
Welcome Banner and News Items 
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NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* STN Columbus *************** 



FILE 'HOME' ENTERED AT 14:32:14 ON 17 APR 2 003 



=> fil reg 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



FILE 'REGISTRY' ENTERED AT 14:32:27 ON 17 APR 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 16 APR 2003 HIGHEST RN 503266-82-8 
DICTIONARY FILE UPDATES: 16 APR 2003 HIGHEST RN 503266-82-8 

TSCA INFORMATION NOW CURRENT THROUGH JANUARY 6, 2 003 - 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http : //www. cas . org/ONLINE/STN/STNOTES/stnotes27 .pdf 

= > 

Uploading 10036857. str 



LI 



STRUCTURE UPLOADED 



= > d 11 

LI HAS NO ANSWERS 
LI STR 



Page 2 



04/17/2003 



10036857 . trn 




Structure attributes must be viewed using STN Express query preparation. 



= > s 11 

SAMPLE SEARCH INITIATED 14:32:42 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 62 6 TO ITERATE 



100.0% PROCESSED 626 ITERATIONS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 



5 0 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * * COMPLETE* * 
BATCH * * COMPLETE * * 

11019 TO 14021 
2654 TO 4226 



L2 



50 SEA SSS SAM LI 



=> d scan 
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L2 50 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN Isoquinolinium, 2 , 2 ■ - [1 , 4 -butanediylbis [4 , 1-phenylene (2 -oxo-2 , 1 

ethanediyl) ] ]bis [4- (hydroxymethyl ) dibromide (9CI) 
MF C40 H38 N2 04 . 2 Br 




CH2-OH 



(CH 2 )4 



^n — ch 2 -c — K^^y 



HO- CH2 



C- CH2 N<\ 




2 Br 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :end 
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= > 



Uploading 10036857. str 



L3 



STRUCTURE UPLOADED 



= > d 13 

L3 HAS NO ANSWERS 
L3 STR 




Structure attributes must be viewed using STN Express query preparation. 



= > s 13 

SAMPLE SEARCH INITIATED 14:33:27 FILE 1 REGISTRY ' 
SAMPLE SCREEN SEARCH COMPLETED - 62 6 TO ITERATE 



100.0% PROCESSED 626 ITERATIONS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 



50 ANSWERS 



FULL FILE PROJECTIONS 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONL INE * * COMPLETE * * 
BATCH ** COMPLETE** 

11019 TO 14021 
1934 TO 3306 



L4 



50 SEA SSS SAM L3 



=> d scan 



A 



Page 5 



04/17/2003 



10036857. trn 



L4 50 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Pyridinium, 3- (benzoylamino) -1- [2- (9H-f luoren-2 -yl) -2-oxoethyl] - 

MF C27 H21 N2 02 

CI COM 



(9CI) 



C— CH 2 








NH- C~ Ph 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) : end 
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= > 



Uploading 10036857. str 



L5 



STRUCTURE UPLOADED 



= > d 15 

L5 HAS NO ANSWERS 
L5 STR 




Structure attributes must be viewed using STN Express query preparation. 



= > s 15 

SAMPLE SEARCH INITIATED 14:34:10 FILE ' REGISTRY 1 
SAMPLE SCREEN SEARCH COMPLETED - 626 TO ITERATE 



100.0% PROCESSED 626 ITERATIONS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.02 



5 0 ANSWERS 



FULL FILE PROJECTIONS 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONL INE * * COMPLETE * * 
BATCH * * COMPLETE * * 

11019 TO 14021 
1778 TO 3102 



L6 



50 SEA SSS SAM L5 



=> d scan 
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L6 50 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN Pyridinium, 4 -amino- 2, 3 -dimethyl- 1- (2 -oxo-2 -phenylethyl)'- (9CI) 
MF CIS H17 N2 O 




0 

CH2-C- Ph 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) : end 
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= > 

Uploading 10036857. str 

L7 STRUCTURE UPLOADED 



= > d 11 

LI HAS NO ANSWERS 
LI STR 




Structure attributes must be viewed using STN Express query preparation. 



= > 

Uploading 10036857. str 

L8 STRUCTURE UPLOADED 

= > d 18 

L8 HAS NO ANSWERS 
L8 STR 




X 



Structure attributes must be viewed using STN Express query preparation. 



= > s 18 

SAMPLE SEARCH INITIATED 14:47:46 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 165 TO ITERATE 

100.0% PROCESSED 165 ITERATIONS 24 ANSWERS 

SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH * * COMPLETE * * 
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PROJECTED ITERATIONS: 2530 TO 4070 

PROJECTED ANSWERS : 187 TO 773 

L9 24 SEA SSS SAM L8 

=> d scan 
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L9 24 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN Pyridinium, 1- [2- (2 , 4 -dichlorophenyl ) -2-oxoethyl] -3- [ [ (2- 

methoxyethyl) amino] carbonyl] bromide (9CI) 
MF C17 H17 C12 N2 03 . Br 



MeO- CH2- CH2~ NH — 




CI 



• Br" 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :2 
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L9 24 ANSWERS REGISTRY COPYRIGHT 2 0 03 ACS 

IN Pyridinium, 3 , 5 -dibromo-1- (p-bromophenacyl) - , bromide (8CI) 
MF C13 H9 Br3 N 0 . Br 




C- CH 2 N 




Br 



Page 12 



04/17/2003 



10036857 . trn 



L9 24 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Pyridinium, 3- (aminocarbonyl ) -1- [2- (4 -chlorophenyl ) - 1 -methyl -2 -oxoethyl] - 
(9CI) 

MF C15 H14 CI N2 02 
CI COM 




HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) : end 
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= > 

Uploading 10036857. str 
L10 STRUCTURE UPLOADED 



=> d 110 

L10 HAS NO ANSWERS 
L10 STR 




CI 



Structure attributes must be viewed using STN Express query preparation. 



=> s 110 

SAMPLE SEARCH INITIATED 14:49:01 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED 51 TO ITERATE 

100.0% PROCESSED 51 ITERATIONS 11 ANSWERS 

SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH * * COMPLETE * * 
PROJECTED ITERATIONS: 592 TO 1448 

PROJECTED ANSWERS: 22 TO 418 

Lll 11 SEA SSS SAM L10 

=> d scan 
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Lll 11 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Pyridinium, 1- [2- (4 -chlorophenyl) -l-methyl-2 -oxoethyl] -3 -methyl- , bromide 
(9CI) 

MF C15 H15 CI N 0 . Br 




• Br" 

HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) : end 
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=> s 110 ful 

FULL SEARCH INITIATED 14:49:25 
FULL SCREEN SEARCH COMPLETED - 



FILE 'REGISTRY' 
107 8 TO ITERATE 



100.0% PROCESSED 1078 ITERATIONS 
SEARCH TIME: 00.00.01 



144 ANSWERS 



L12 



144 SEA SSS FUL L10 



=> fil caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
158 . 95 



TOTAL 
SESSION 
159.16 



FILE 'CAPLUS' ENTERED AT 14:49:31 ON 17 APR 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2 003 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 17 Apr 2003 VOL 138 ISS 16 
FILE LAST UPDATED: 16 Apr 2003 (20030416/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



=> s 112 
L13 



97 L12 



=> fil reg 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.83 



TOTAL 
SESSION 
159. 99 



FILE ■REGISTRY' ENTERED AT 14:50:46 ON 17 APR 2 003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 16 APR 2 003 HIGHEST RN 503266-82-8 
DICTIONARY FILE UPDATES: 16 APR 2003 HIGHEST RN 503266-82-8 



TSCA INFORMATION NOW CURRENT THROUGH JANUARY 6, 2 003 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 
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Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http: //www. cas .org/ONLINE/STN/STNOTES/stnotes27 .pdf 

= > 

Uploading 10036857. str 
L14 STRUCTURE UPLOADED 

=> d 114 

L14 HAS NO ANSWERS 
L14 STR 




Structure attributes must be viewed using STN Express query preparation 
=> d his 

(FILE ' HOME 1 ENTERED AT 14:32:14 ON 17 APR 2003) 
FILE 'REGISTRY' ENTERED AT 14:32:27 ON 17 APR 2003 



LI 




STRUCTURE 


UPLOADED 


L2 


50 


S LI 




L3 




STRUCTURE 


UPLOADED 


L4 


50 


S L3 




L5 




STRUCTURE 


UPLOADED 


L6 


50 


S L5 




L7 




STRUCTURE 


UPLOADED 


L8 




STRUCTURE 


UPLOADED 


L9 


24 


S L8 




L10 




STRUCTURE 


UPLOADED 


Lll 


11 


S L10 




L12 


144 


S L10 FUL 





FILE 'CAPLUS' ENTERED AT 14:49:31 ON 17 APR 2003 
L13 97 S L12 

FILE 'REGISTRY' ENTERED AT 14:50:46 ON 17 APR 2 0 03 
L14 STRUCTURE UPLOADED 

=> s 114 ful sub=112 

FULL SUBSET SEARCH INITIATED 14:51:24 FILE 'REGISTRY' 



Page 17 



04/17/2003 10036857 .trn 

FULL SUBSET SCREEN SEARCH COMPLETED - 2 6 TO ITERATE 

100.0% PROCESSED 26 ITERATIONS 26 ANSWERS 

SEARCH TIME: 00.00.01 

L15 26 SEA SUB=L12 SSS FUL L14 

=> d scan 
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L15 2 6 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 
IN Pyridinium, 1- [2- (4 -chlorophenyl) -2-oxoethyl] -3 
[ [ (phenylmethyl) amino] carbonyl] bromide (9CI) 
MF C21 H18 CI N2 02 . Br 



CI 



C-CH2 N 




C— NH— CH2~ Ph 



Br 



O 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :fil caplus 
' FIL CAPLUS' IS NOT VALID HERE 



To display more answers, enter the number of answers you would like to 
see. To end the display, enter "NONE", "N M , "0", or "END". 
HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) : end 
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=> fil caplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 35.70 195.69 

FILE 'CAPLUS' ENTERED AT 14:51:45 ON 17 APR 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 17 Apr 2003 VOL 138 ISS 16 
FILE LAST UPDATED: 16 Apr 2003 (20030416/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification . 



=> s 115 

L16 12 L15 

=> d abs ibib hitstr 1- 

YOU HAVE REQUESTED DATA FROM 12 ANSWERS - CONTINUE? Y/ (N) :y 
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6 ANSWER 1 OF 12 CAPLUS COPYRIGHT 2 0 03 ACS 



(R2) 




CORl 



R3 X- 



AB Title compds. [I; Rl = R4R5, NR7NR7R9 ; R2 = F, CI, Br, iodo, acyl , 

CONR7R10, C02R7, NR7R10, SR7 , etc.; R3 = R7 , OR7 , NR7R10, N:CR7R10, etc . / 
R4 = NR7R60, NR7R6NR7 , OR60, OR6NR7 ; R6 = alkyl; R5 = alkyl aryl , 
heteroaryl, COR7, S02R7, CSNHR7 , C(NH)NHR7, COR10, etc.; R7 = H, alkyl, 
aryl, heteroaryl; R9 = H, alkyl, aryl, heteroaryl, COR10, SO2R10, etc.; 
R10 = H, alkyl, aryl, heteroaryl; X = halide, OAc, C104 , BF4 , PF6 , etc.; m 
= 0-2; with provisos], were prepd. Thus, N,N' -bis (nicotinyl) hydrazine and 
phenacyl bromide were refluxed 6 h in MeOH/iPrOH to give 60% 
N, N ' -bis [3-carbonyl-l- (2 -phenyl-2 -oxoethyl) pyridinium] hydrazine dibromide. 
Tested I gave 13-92.64% advanced glycation end product (AGE) breaking at 
1-50 mM. Novel compds. of the pyridinium series useful for the management 
of diabetes and aging-related vascular and neurovascular complications, 
including kidney disease, nerve damage, atherosclerosis, retinopathy, 
inflammatory disorders, immunol . disorders, oxidative stress, dermatol . 
disorders and discoloration of teeth, by breaking preformed AGE, of the 
general formula I, or pharmaceutically acceptable salts thereof, wherein, 
Rl, R2, R3 , X and m are as defined in the specification. 



ACCESSION NUMBER 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 



2003 : 118597 CAPLUS 
138 :153445 

Preparation of N-oxoethylpyridinium compounds for the 
management of age-related and diabetic vascular 
complications 

Sankaranarayanan, Alangudi 
Torrent Pharmaceuticals Ltd. 
U.S. Pat. Appl . Publ., 2 9 pp 
Ser. No. 8 01,77 8, abandoned. 
CODEN: USXXCO 
Patent 
English 
5 



India 
Cont . -in-part of 



U. S 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



US 2003032660 
WO 2001025208 
W: AE , AL 



RW 



cz 

IN 
MD 
SK 
AZ 
GH 
DK 
CG 



DE 
IS 
MG 
SL 
BY 
GM 
ES 
CI 



Al 
Al ■ 
AM , AT 



DK 
JP 
MK 
TJ 
KG 
KE 
FI 
CM 



DM 
KE 
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TM 
KZ 
LS 
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GA 



20030213 
20010412 
AU, AZ 



EE 
KG 
MW 
TR 
MD 
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GB 
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ES 
KP 
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RU 
SD 
GR 
GW 



BA 
FI 
KR 
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TZ 
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SL 
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US 20 
WO 19 
BB, BG, 
GB, GD, 
KZ , LC , 
NZ, PL, 
UA, UG, 
TM 

SZ, TZ, 
IT, LU, 
MR, NE, 



01-939702 20010828 

99-IB1683 19991015 

BR, BY, CA, CH, CN, CR, CU, 

GE, GH, GM, HR, HU, ID, IL, 

LK, LR, LS, LT, LU, LV, MA, 

PT, RO, RU, SD, SE, SG, SI, 

US, UZ, VN, YU, ZA, ZW, AM, 

UG, ZW, AT, BE, CH, CY, DE, 

MC, NL, PT, SE, BF, BJ, CF, 
SN , TD , TG 



Page 21 



04/17/2003 



10036857. trn 



US 


6462057 


Bl 


20021008 


us 


2001018524 


Al 


20010830 


us 


2002103228 


Al 


20020801 



PRIORITY APPLN. INFO 



US 2000-598410 
US 2001-801778 
US 2001-995731 
IN 1999-CA828 A 
WO 1999-IB1683 A2 
US 2000-598410 A2 
US 2001-801778 B2 
IN 1999-CA827 A 
WO 1999-IB1687 Al 
US 2000-590143 A2 
US 2001-939702 Al 



20000621 
20010309 
20011129 
19991006 
19991015 
20000621 
20010309 
19991006 
19991015 
20000609 
20010828 



OTHER SOURCE (S) 
IT 



RN 
CN 



MARPAT 138:153445 
333797-92-5P 333797-97-0P 357625-28-6P 
357625-43-5P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) / USES 
(Uses) 

(claimed compd. ; prepn. of N-oxoethylpyridinium compds . for the 
management of age-related and diabetic vascular complications) 
333797-92-5 CAPLUS 

Pyridinium, 3,3'- (hydrazodicarbonyl) bis [1- [2- (2 , 4 -dichlorophenyl) -2 - 
oxoethyl]-, dibromide (9CI) (CA INDEX NAME) 




C- CH2 N 



PAGE 1-A 



C— NH— NH— C 



I ^ N CH 2 -C 




CI 



2 Br 



PAGE 1-B 



RN 333797-97-0 CAPLUS 

CN Pyridinium, 3- [ [ [2- (benzoyloxy) ethyl] amino] carbonyl] -1- [2- (2,4 
dichlorophenyl) -2-oxoethyl] - , bromide (9CI) (CA INDEX NAME) 
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Ph~ C— O- CH2~ CH2~ NH— C 



CI 



N CH2-C- 



T 
ci 



Br" 



RN 357625-28-6 CAPLUS 

CN Pyridinium, 1- [2- (2 , 4 -dichlorophenyl ) -2 -oxoethyl] -3- [ (2- 
methoxyethoxy) carbonyl] - , bromide (9CI) (CA INDEX NAME) 
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AB The title compds. [I; Rl = (un) substituted hydrazino, 2 -benzyloxyethoxy , 
2-benzyloxyethylamino, etc.; R2 = halo, N02 , alkyl, etc.; R3 = 2-thienyl, 
phenylamino, Ph, etc.; X = halide, acetate, perchlorate, etc.; m = 0-2; 
with the provisos] , useful for the management of diabetes and 
aging-related vascular complications, including kidney disease, nerve 
damage, atherosclerosis, retinopathy, dermatol . disorders and 
discoloration of teeth, by breaking preformed AGE, were prepd. and 
formulated. Thus, reacting N, N 1 -bis- (nicotinoyl) hydrazine with phenacyl 
bromide in MeOH/iso-PrOH afforded 60% II.2Br- which showed 13% AGE 
breakage at 5 mM. Also disclosed is a method of treatment of a diabetic 
patient by administering the compds. as defined above, either singly or in 
combination with drugs for antidiabetic therapy. 
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Disclosed are novel pyridinium compds . useful for the management of 
diabetes and aging-related vascular complications, including kidney 
disease, nerve damage, atherosclerosis, retinopathy, dermatol . disorders 
and discoloration of teeth. Thus, N-benzenesulf onylisonicotinic hydrazide 
and Et02CCH2Br were refluxed 24 h in Me2CHOH to give 60% 
1- (2-ethoxy-2-oxoethyl) -4- (phenylsulf onylhydrazinocarbonyl) pyridinium 
bromide. Title compds. showed 14-95.36% AGE-breaking activity at 1-25 mM. 
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N,N' -bis [3-carbonyl-l- (2-thien-2 1 -yl -2 -oxoethyl ) pyridinium] hydrazine 
dichloride, N, N ■ -bis [3-carbonyl-l- (2 -cyclopropylamino-2 - 

oxoethyl) pyridinium] hydrazine dichloride, 1- (2 -phenylamino-2 -oxoethyl) -4- 
(phenylsulf onylhydrazinocarbonyl) pyridinium chloride or its 

pharmaceutically acceptable salt , 1- [2 - (2 1 , 4 ' -dichlorophenyl) -2 -oxoethyl] - 

3- [2- (methoxy) ethyloxycarbonyl] pyridinium bromide or its pharmaceutically 

acceptable salt, 1- (2 -phenylamino-2 -oxoethyl) -3- 
[ (benzoyloxy) ethylaminocarbonyl] pyridinium chloride or its 

pharmaceutically acceptable salt, and other oxoethylpyridinium halides are 
prepd. The compds . are useful for treatment of senile disease and 
complication of diabetes as renal disease, nerve damage, retinopathy, 
atherosclerosis, microangiopathy, endodermis function disorder, and teeth 
discoloration. N- (benzenesulf onyl ) isonicotinic acid hydrazide (1.0 g) was 
treated with 0.6 g Et bromoacetate in iso-PrOH under reflux for 24 h to 
give 1.05 g 1- (2 -ethoxy-2 -oxoethyl ) -4 - (phenylsulf onylhydrazinocarbonyl) pyr 
idinium bromide. The compds. showed good breaking activity, at 1-20 mM 
concn. 
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AB The title compds . YAr+X- [I; Ar = 5-6 membered heteroaryl ring having a 
first ring N atom and optionally second or third ring N atoms, with the 
remaining ring atoms being C, 0, or S, (provided the first N atom of Ar is 
a quaternary N and Ar is not thiazolium, oxazolium or imidazolium) ; Y is 
substituted on the first ring N atom (with the proviso that if Ar is 
pyrazole, indazole, triazole, benzotriazole , the second ring N atom is 
substituted with alkyl, alkoxycarbonylalkylene, aryl, etc.); Ar can be 
substituted on ring C atoms with aryl, carbamoyl, aralkyl, etc.; Y = 
CHR5R6 (R5 = H, alkyl, cycloalkyl, etc.; R6 = H, alkyl, alkenyl, etc.); X 
= a pharmaceutically acceptable anion, which may be absent if the compd. 
provides a neutralizing salt] , useful in treating or ameliorating certain 
fibrotic diseases or other indications linked to or assocd. with the 
formation of excess collagen, in an animal, including a human, were prepd. 
Thus, refluxing 2 -aminothiadiazole with 2 -bromoacetamide in MeCN for 5 h 
afforded 5-amino-3 -carbamoylmethyl- [1, 3 , 4] thiadiazolium bromide. Assays 
to det . the activity of compds. I in breaking, reversing or inhibiting the 
formation of advanced glycosylation end products (AGEs) or AGE-mediated 
cross-links was presented (no data) . 
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Thirteen pyridine - 3 -carboxylic acid salt derivs . with various substituted 
phenacyl residues were prepd. and their cytotoxicity, antibacterial and 
antifungal activities tested. Compds . 5 and 11 proved to be active in the 
brine shrimp bioassay, compds. 7, 9-12 and 14 showed promising 
antibacterial activities, whereas none of the compds. tested against 15 
fungal cultures proved to be active. Extensive spectroscopic techniques 
were employed to confirm the structure of the synthetic products. 
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AB The title compds . [I; Rl = (un) substituted hydrazine*, 2 -benzyloxyethoxy, 
2-benzyloxyethylamino, etc.; R2 = halo, N02 , alkyl, etc.; R3 = 2-thienyl, 
phenylamino, Ph, etc.; X = halide, acetate, perchlorate, etc.; m = 0-2], 
useful for the management of diabetes and aging-related vascular 
complications, including kidney disease, nerve damage, atherosclerosis, 
retinopathy, dermatol . disorders and discoloration of teeth, by breaking 
preformed AGE , were prepd. Thus, reacting N,N 1 -bis- (nicotinoyl) hydrazine 
with phenacyl bromide in MeOH/iso-PrOH afforded 60% II.2Br- which showed 
13% AGE breakage at 5 mM. Also disclosed is a method of treatment of a 
diabetic patient by administering the compds. as defined above, either 
singly or in combination with drugs for antidiabetic therapy. 
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AB The title compds . [I; Rl = YR3 (wherein Y = O, NH; R3 = H, alkyl, aryl) ; 
R2 = alkyl, O(alkyl), aryl, etc.; X = halide, acetate, perchlorate] , 
useful for the management of diabetes and aging-related vascular 
complications, and particularly in the treatment of complications of 
diabetes mellitus and other aging-related conditions including kidney 
disease, nerve damage, atherosclerosis, retinopathy, dermatol. conditions 
and discoloration of teeth by breaking preformed AGE, were prepd. and 
formulated. Thus, reacting nicotinamide with 2 , 4-dichlorophenacyl bromide 
in refluxing PhMe afforded 39% the bromide II. Biol, data for compds. I 
(such as % AGE breaking activity) was given. The invention further 
discloses a method of treatment of a diabetic patient by administering the 
compds. I , either singly or in combination with other drugs for 
antidiabetic therapy . 
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AB The title compds . [I; Rl = R4R5, NR7NR7R9; R2 = F , CI, Br, etc.; R3 = R7 , 
OR7, etc.; R4 = NR7R60, NR7R6NR7 , OR60, etc.; R5 = alkyl , aryl, 
heteroaryl, etc.; R6 = alkyl; R7 = H, alkyl, aryl, etc.; X = halide, 
acetate, perchlorate, etc.; m = 0-2], useful for the management of 
diabetes and aging-related vascular complications, including kidney 
disease, nerve damage, atherosclerosis, retinopathy, dermatol . disorders 
and discoloration of teeth, by breaking preformed AGE, were prepd. and 
formulated. Thus, reacting N, N ' -bis (nicotinoyl) hydrazine with phenacyl 
bromide in MeOH/iso-PrOH afforded 60% II which showed 13% AGE breakage at 
5 mM. The invention further discloses a method of treatment of a diabetic 
patient by administering the compds. I, either singly or in combination 
with drugs for antidiabetic therapy. 
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AB The studies presented here deal with the synthetic modification of 
5-bromonicotinic acid on its nitrogen nucleus. The synthetic 
transformations were carried out by reacting equimolar amts. of 
5-bromonicotinic acid and phenacyl halides in acetone. A range of 
phenacyl halides were used with the objective of getting a variety of 
quaternary ammonium salts of 5 -bromononicotinic acid derivs. as 
multipurpose biol . active compds . Twelve quaternary ammonium salts of 
5-bromonicotinic acid have been synthesized and tested for cytotoxicity, 
antibacterial and antifungal activities. These compds. showed promising 
cytotoxicity against Artemia salina. Two compds., 3 -carboxy-1- (4 - 
methylphenacyl) -5-bromopyridinium bromide and 3 -carboxy-1- (4 - 
nitrophenacyl) -5-bromopyridinium bromide, were highly active against 
Gram-pos . and Gram-neg. bacteria among all the tested compds. All the 
compds. were examd for antifungal activity against fifteen fungal 
cultures, but none of these compds. proved to be effective against these 
fungi. The parent compd. and its derivs. were also examd. for their 
effect on mean arterial blood pressure in anesthetized rats. Compds. I (R 
= Rl - OH, X = CI; R = H, Rl - X = Br) were found to be twofold more 
active than the parent compd. The rest of the products showed blood 
pressure lowering effects comparable to the parent compd. All compds. 
were characterized via elemental anal, and UV, IR, mass and 1H NMR 
spectroscopy . 
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The material comprises a 1 , 3 -diketone deriv. I (Ra = NH2 , 
Cl-12 -group-substituted amino, cyclic amino, alkyl, halo-substituted 
alkyl, alkoxy, mercaptoalkoxy , halo, COOH, alkoxycarbonyl , Cl-12 
alkanoyloxy, N02 , CN, alkanoylamido, CHF3 , sulfonyl; P = II ; Rb = Cl-15 
alkyl, halo-substituted alkyl, NH2 - or OH- substituted alkyl, arom. Me, 
arom. COOH; X = F, Br, CI, I, PF6, SbF6, AsF6, BF4 , C104 , 103, CH3COO, 
CF3CO0, C2F5C00, benzoic acid residuals, benzenesulf onic acid residuals) 
The materials exhibit large 2nd-harmonic generations, high Vickers 
hardnesses, high m.p., low vapor pressures, and long-life stabilities in 
air. 
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AB Condensation-cyclization of Et 6 -methyl-3 -pyridinecarboxylate with 

RCOCH2Br (R = Me, Ph, substituted phenyl) gave the title indolizines I, 
which underwent electrophilic substitution reactions to give 3 -mono- and 
1 , 3-disubstituted derivs . of I. Thus, Vilsmeier f ormylation of I (R = Me) 
gave 47% of the corresponding 1 , 3 -dif ormyl deriv. , whereas I (R = Ph) gave 
90.5% of the corresponding 3 -f ormyl deriv. 
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